his colleagues9 found that a hospital diet supplemented with charcoal-grilled beef lowered plasma levels of phenacetin in man, probably by increasing first-pass elimination in the intestinal mucosa or the liver.
Once a drug has reached the general circulation a major determinant of the intensity and duration of its effect is its rate of elimination.10 Many drugs are oxidised in the endoplasmic reticulum of the liver cell, and normal individuals vary widely in the rates at which this occurs.'0 The pioneering twin studies of Vesell and Page" in the United States and the late Balzar Alexanderson and his colleagues'2 in Sweden showed that polygenic factors influenced an individual's capacity to oxidise drugs. A family study in Britain by Whittaker and Price Evans13 suggested that the heritability of phenylbutazone oxidation was 0O65-but also reported a significant correlation of phenylbutazone half lives between unrelated spouses, confirming the importance of environmental factors.
The nature of some of these environmental influences are becoming clearer: apart from the known "inducing" effects of certain drugs, insecticides, and cigarette smoke, diet is also relevant. The half life of antipyrine (a widely used model substrate for drug oxidation) is slightly shorter in people who drink a lot of coffee.'4 Of greater practical importance are the findings of Kappas High strictures, affecting the common hepatic duct or right and left hepatic ducts, cause the greatest technical difficulties in repair.3 The bile is usually infected and this may also cause problems during or after operation. Success depends on a large stoma, apposition of mucosa throughout an anastomosis, and an adequate blood supply to, and no tension on, the suture line.6 7 Plastic procedures to a slightly strictured duct are rarely possible,5 as are end-to-end anastomoses which should be performed only if less than 5 mm of duct substance has been lost.8 Most repairs require anastomosis of hepatic ducts to a jejunal loop3 9 or a Roux-en-Y procedure.2 5-7 10 Indwelling tubes of varying design are generally used after operation, and some surgeons have advocated that splinting tubes should be left in situ for six to 12 months, during which fibrous tissue may mature without causing narrowing.3 9 Others, however, believe that prolonged intubation predisposes to both scarring and debris formation.2 5 Satisfactory results have been achieved for high anastomoses using a "mucosal graft" of a Roux loop splinted to each hepatic duct by a Y tube.1' The use of indwelling splints that pass through a hepaticojejunostomy, along the hepatic ducts, and thence through liver substance and out through the skin may also be helpful in selected cases.6 7 10 12 Techniques now exist for changing these splinting tubes percutaneously, by guidewire or pull-through techniques, if they become obstructed with biliary concretions.512 In some patients, preliminary percutaneous tube drainage of dilated intrahepatic ducts may allow time for recovery of liver function and reduction in liver size before a planned repair procedure.2
The first attempt at repair should be carried out by a surgeon with the greatest available skill and experience. The likelihood of a recurrence is reduced by recognising that strictures are lined by granulation tissue and that anastomosis must therefore always be from mucosa to mucosa. If symptoms do not recur within two years of initial repair there is a 9000 chance that the satisfactory results will be permanent.'3 The results ofoperative repair have improved over the years, operative mortality being about 13% in the 1950s3 5 and as low as 2% more recently."
In the larger series a good or excellent result has been obtained in about 80% of patients over a minimum of four years.2 3
When the more difficult hepaticojejunostomy alone is considered, a satisfactory result has been reported in 6000 of cases at three years"; and this proportion fell to only 5300 over Such a change would be welcome-but it has longer-term implications for our manpower planners. Already there are growing fears that we may be admitting too many students into medicine.6 If we are to look ahead to a time when general practice has many more nurses and, perhaps, fewer doctors, then we need to start cutting the intake to our medical schools now.
